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Abstract efJP63099Q1 7 

PURPOSIiTo obtain the titled regulator, containing a growth factor and a peptide 
corresponding to part of constituent Ingredients thereof as an active ingredient and 
capable of enhancing the anticancer aetin of a compound having the anticancer 
action and relieving side effects thereof, 

CONSTITUTION :An anticancer action regulator containing a growth factor such as 
epithelial cell growth factor group, e.g. human epithelial cell growth factor (hEGF), 
insulin group, blood platelet-derived growth factor group, e.g. fibroblastic growth 
factor, etc., and a peptide corresponding to part of constituent ingredients thereof, 
derivative or salt thereof as an active ingredient. A derivative in which methionine at 
the 21st residue from the N-terminal is converted into leueine in 53 amino acid 
residues constituting the hEGF, two of leucine and arginine deficient in the C-terminal, 
etc, are cited as the above- mentioned derivative. The dose of the above-mentioned 
regulator is preferably about 10ng-10mg expressed in terms of the growth factor, etc, 
a day for an adult and the regulator is also effectively used as a radiosensitizer in 
radiotherapy, 
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*< tt l* b O % (hECF-n)*a£h5>X7 
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* to $5 2S & 1 *S 12 ft <0 ft # > ft; ffi S3 135 • 

6 . -r > x y •< > x 'J > * -f > x y v 

VHfifc&H^IISI ( I C F - D ) 5, ft ft ft 
0* (FCF) 4$fr&*4>S3QHa7gK 
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3. %W<Z>ZtMU&W 

*»MttW^>ftffllHiSD«l=M-r*. **ic8 
fiflicii. *3BWtt* fiJEftHT^ *Ott««»o- 

n*<o£ (BIT TfiJtSH^^J fci»K^*«) 

J&gH^ (Crovth factor ) Tin vivo 

ifcUIn vitroK*OTJto&fiB0aotfg£{Sii§«f 

(Ann. Rev. Blochea. ..45. 531-558(1976)) . 
to * * * > * * <D m# K Z h tf&H^cDJolB ic A 

&i::#$<*n5k<o (4 >x 'J Ox'JXJ 
«M?|ICP - I, IGF-D^K A ft $tf 

II. 1 9 7 5^IC3-i> (S.Cohen) ^ I: J: 0 A 
* * * m & £ n ± J£ *fl « <D *S HI ft { t * <E ft * 
it hi^OS^i LtSA^n (Proc. Natl. 
Acad. Sci. USA. 72.1317 (1975) ) ifcl^/l/J 
V- (H.Cregory)*tC J: TAK***m*l *tl 

(huoan Urogas trone: h-UG) £LT&#£ftA: 
(Nature. 257_. 325 (1975)) # 'J ^ 7 * K t H- 
^BTfcoT. #?fia<tt6 0 0 0?5 3&&CD 
T i J Kic J: 0 11 o TUT ^rCO^^^Iw 3 *<D i> 

x;u7 ^ Ktt£**ri- s# y ^<rf K (ttai. n. 

51- 58 (1980)) * £ V* 9 C £a<|S£fc>fr o T 

oar. Ji&inisssssia** e g f £Kt) . 

*LT. E G F codfe^?£tt^-kc;^aiStt<5: L 
TIBS* TIC#£<*nTl'* Uli, ftfift#&Wl 
i&lftffl (Cut. 18. 1887(1975) . Ibid. .23.951 
( 1 982)) . VLftfcftm (Cut. 22. 927(1981). Brit. 
J.Surg. . 84. 830(1977)) . M ftff ttSftSfVffl 
(*913ffl6 0 - 9 6 8 6^qfl»W) . DN A&tf 
ffiigfVffl (Cut. 22. 927 (1981). J. Physiol.. 325 , 



mm 63-99017 (2) 
mm* Cms f j % fltMffcsa* cngfb) . 

SfHf^ EGFK P7>X7t-5>/ 
ft£&H*®(TGF a . T G F ^ > TGF^) . 

&*&£ta? c p dc f d . nfcisi&fctf&ia? 
foDCFK taist^iaiflaifcgia* «fcf^) 
^©te (3oi-M«»H? fcsFK Tan 

D N A ^MBT f D S P 1 , fl« AM«B 
-TE. t8*£#*IJ§3l&*fiJc&B? « F D G F 5) tf> 

^cosfiTiis** t>wai* n. A«?LJKi^*(C'e-co 

ff£&*T#£LTU£C£a<&£*lT<,>* 
(Adv.Hetab.Dis.. 8_. 265(1975). ftltfHfl 5 6 - 

2511 m&n®) o t h±as$fflia 

fiJc&E^ (huaan Eplderaal Crovth FactonhEGF) 

35(1982)) . fclgetftftffl (4$Mffl5 9 - 
6 5 0 2 0f^«) . XAti/O AMMQl&itm 
(Endocrinology. JJ)7. 270(1980)) . fiijffiftffiffi 
iHttffl (Plast.Reconstr.Surg.. 64, 766(1979) . 
J. Surg. Res. .13. 164(1982)) . fcft&ttm (ffM 

«6o - ii 5 784t&ii) , tsxviumttm 

iftf%m6 0-1 1 5 7 8 5# £30 

<tc6T. -ttttic. (c 
ft* Tin vivo J tft&tZ) £«HT. 4$#* 

fiJc^>cOf> t or* 5 ECFi:-out^cOJ:-}fiSl 

(Surgical Form 18. 108(1965). 
Exporlontla 32(7). 913-915(1976). Science 
201.515-518(1978) . Cancer Res. 39.239-243 
(1979)) o 

tt»^fS (^n^ r In vitroJ iESlSf 

*) til sis*« co££tt*tf-r*# >san 

li. ftJtfiK^tfiO^inic J: o TC L6««I/5<mi»| 
* n* <Oli J: < & Ztitz t C ») . Affile 
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it. E C F£3fr&ft«9£:#>ttiJft4)i&HI£< 
ECF<08toKJ:^TfcL*{flJ$$n*<fct»9« 

CJ.BIol.Chea.. 259 > 776 1 -7766 ( 1 984) , 
^•>30i;-7 *-"5A_9(l). 55-62(1 986) ) o 
t/i, MMftftttltft-C E C F LT 1> ifi 

a -c mm te&ztiu\,>t\>r>m&h 

(Int. J. Cell Cloning. 3_. 407-414 (1985)) e 
-ftKttE LT43 *) . £<&;tf><0ftlif fctf^rrfc 

^ 5 <t¥ftS£ icffl & -5 * » tt l». L^UiA^s 
MIT (t¥£& iz 4> J: oo 

fcO ( Phartacolglcal Principles of Cancer 
Treatment. 195(1982) ) , f&O ±ffifl # > Jffl K o 

(&« rHJtt «S?J p384~385, MS 
3J£ ( 1 9 7 9*ffJ) ) . 

LT7f?ffifiX«0|Sl±^Ha^^d</x*nT^-5e 

L*Ltt$«£* cn^o^^Td. *0>$ifcl;:£ 
'c. fiUmS&tt* iE*tfl«cM*- 51fl(H^^§ 



?IBP3 63-99017 (3) 

•(^VpKt-K 6 - * /u * ■/ h y y > % 5 
- 7 A/* a 9 9 i/ At ( 5 - F U ) , •> h *> > 7 v 
e;->K|Ara-CJ, tr*f*o«r>ff- •;>>?$) 

*?^>>A 3 , 7* U;f7*< >*?) % m$i7)V 

yD^^7>^i &&ULi&m ( tr 

1- >ti£) , y *y 
(<>^~7*n> > <<>*-a>f*>-2^) 

ili5 - 7;^d-)7 (A Comprehensive 
Tre-atlse._5,327.NevYork.Prenui Press. Cancer 
Res i_8 , 478 (l958h Cas t roenter t ogy , 48, 430 
(1965K Cancer Treat. Rep. . 62. 533 (l 978) J .Nat I. 
Canc-er Inst . .22.497(1959)) its ttomftUOZ 

9 g 
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L ^ > t ^< ^ ^- % nfl < i p H itl ^/ > ffl ^ r 4 f k 

jEfts^ani//' -5 1 1 tic *o 

it&w<omttmz bin®-** to ^ - 

T * n t V> 9 w <t li ffl :s L fz as >) v * * 0 

HQ57-6751 8^£?U0ffl) • 

#f *<, A)*!** SH*tf>-oT* S E C F li. 




JIM 63-99017 

(# Gang 5 9 - 180270 *f£|fl) , 
ffl{tffttOS##3&m (4SMHB6 0 - 9 6 8 6^ 
W) . MttttffiffijIffJH (Plast. Boconstr. 
Surg.. C4.7G6 (197 9K J .Surg. Ros. .33. 164(1982)) 

$j*>ftffl**r -rattan 



ffl a< rcza * nt * t> <o * a ic $ unarm to «fc 
i. 7)\,*j\,<tm 

WZrt, 9 a a / * tOoyx>7X 

r X, -ft flK 2* J p 1 0-3 3 (1985) 
«il£fdl • *ft9li:fei»t r~S3J £ 

-7 * ? - K « «C (i . ^VtK * -f h o x x > 
t * * - K - N - * 4- •> h\ is 9 B & X 7 r i K 
(WitffiMi?l58-4l 8 9 2f^fil3?) . ^ 



^7r5>, ^dH7^;P, ❖ 7 > ^ *7 X £ — 

if K» yP/< it A, * J > „ 

H/-t>^<*5, - M7«)l/7«iLtli 

2. ftSMSttffl 

7i;rr'j>i?) , r y >£K«&«« (6 - / 
four vf tj > , 8-7if^r->^) , ey • 
^tttt^WJtB (5 - 7 ;u* d 7 '>)\> <L WiHi 
ftmm 5 5 - 7 2 3 1* H5 1 -6 5 7 74% H 
52-48677, 1^152-42887. (S)53 
- 3 1 6 7 6^^«^0M» , *A, 
*7-*9) 9*<*4 (B5efiX« 
p33~52gR3) o ifz. &&±.&T#y-;l 

( U F T® ) (,Eflifti:ffliSnt05, 

3. K^«5S 
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> C, D 3? ) , 7 1f -tr «J > (Azaserlne), DON, 
if ;U3^-f •>> (Sarkoaycin) , *hV ) ? 4 y 

> (Carzlnophil in)> ^-Ot^-z^E (£)*.<* 
*$WRB6 0 - 6 7 4 3 3^&«3?) . * o* v-f 

- 6 7 4 2 5f^»^) , ^ro?^/>, ^0 
y ^ tr •> > (Daunorblcln), 7>h**-f*y> 

i&tt£*3&KT(fe * r K y 7 v -< •> > (K^v^tr 

•> > (Doxorubicin)) (^^(i^^llS6 0 - 
178818^, !360 -67425^£*a$) , 
7*5/H^> (Aclarublcln), 9 (8*26 
fiJc# rtfWfcfc&J p52-p7 7 3JB) „ 
4 . 4« * « > M 

& x jlx h 7 , T^tt • SOW 

p 7 7-8 s&m c 
5. mto&TJUfi u4 K 
f*yu;l,S/> (Deaecolcln) , tf>^7Xf > 

* > * * <k> f g # z t> s a ^ 0 «S 9 <c A * t 

to, fct;UX±l*ttI&J*ftH3P (EGF) *«fc 
CXh^>X7t- i 5 >/fiS£H?|g (TCF) fc 

*CMc>f >x »j >&ot><ofc£;U*'f>xy>? 
>^y>«**BT (ICP- U ICF-D) 
J: Cf ^ /Jx & ft # $ ft & £ H T* « <0 t> <D A: t k \ t 

$#aflBSJ3cfiH? (FCF) Tifc*, 

ffSKSIft LIS* 7 5 y Ifcli, fiSfiM^tOnStt* 




*!HBBfl 63-99017 (5) 

(VInbUstlnoh fcT V ? U X * > (Vincristine), 

# K7 -r d ^ > (Podophyl lotox!n)^;&<& S 
(BC«* r ^< ft ^ m «i J p 8 9 - 9 7* BR] o 

6. < y >&ttjt 

¥«tt-J p 9 7 &JR) 

7. ^cOflfeSfeSK^^ (Hxf>«PSKK 
tf->><--/K , (♦> 
X75f > « Daws 6 - 1 5 24 1 5f 
£IH$K H^^7f^ r d 1 v * >*f ) 

( r&tfHt^&fc 1 9 8 6 J fi«rE^4J^ (3) 
8iJ(nip509-14 (1986) fi^fE^tt) , 

* oft v > * * 4 > % * y ^ ^ > si ( -f > * - 7 

r#Xft**JfcJ P 9 8- 1 0 5^flS) o 

XitWC rfiJcSH^J tli, In vivo Ztittln 
vitro lc*j^Tii!j«5|B§a*DfiSS^ffiiitl^S t>OT 

m**7Wtttt^&G>kcO-e*oTt>#**# 

(7to/ (W^tfy-<^tt*Aia^* to, sb 

tf, C^fiS^N^«^^7 $ y tt^<l <I**VMi 
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tztAtis gfflk KfiK -ro>«K =>^7 

ifil#. 4«« K« • J2S9) «fc 

5#£ia rairifiXfia^j c i 9 a 4 

5 9 - 1 3 2 8 9 2«&«»] #»*SftT^ 

So 

tit, e c f osafttt* £cfxafttt& l 
tK«iTi:«^*nt^5t>oii, WK##fli 
fciltt/J] (Gut, 16 , 1887(1975) , Ibid. 23 . 951 
(1982)) , (Gut. 22. 927(1981). Brit. 

J.Surg. .G4. 830 (1977)) , Til ffcf? tiH fit £S ftffl 
CttMflB- 9 6 8 6<9BjtDS) . DNA&fifcfciH 
tt/fl (Cut. 22. 927(1981), J.Physiol.. 325.35 
(1982)) . ftliffgttft/fl (#HI85 9 - 

6 5 0 2 0^^111) , A, j8#{gi&flrffl 
(Endocrinology. JJJ7. 270(1980)) . flj&fcffiffl 

(Plast.8oconstr.Surg.. 84.766(1979). 
J. Surg. Res. .33.164(1982)) . ttjftfittffl (ftljfl 
W6 0 - 1 1 5 7 8 4 *f£ffi) , # J: Cf CI 0 ffl 
(4*Mflfl6 0 - 1 1 5 7 8 5f^«) 9*<A«: 

i£K«fcOi3tf<*nA:t><0 (thECF (hECF) 



?.!fflB3 63-99017 (6) 
3ff*fi«T* setoff* 

*r*\ 7 v htt £0-79* HTM** iHtfif Sft, 

fcl£nTV>* (Adv.Ketab.Dls.. 8_. 265(1975). 
4$Mra5 6 - 2 5 1 1 2#&tt«) o 

h E G F LU„ * LTCfl>E G FOSSWi:: 

5 8 - 9 94 1 8^. ^5 8 - 2 1 9 1 24^, 
IS] 5 9 - 2 0 4 1 2 3 9&HHK 4$£HS4 4 • 
1 2 7 4 4^. I3I5 3 - 4 5 2 7*K ISJ59 - 
5 0 3 1 5^, fS)59 - 5 0 3 1 6^, I3J 5 9 • 
4 2 6 5 0^M) *fk*ttU^*f**tt 
(t5BflB3 59 • 2785 8^a««) *C/ififc 
*X¥tt¥fclC J: Oifii&r ft»tt (45^0357 - 
1 2 2 0 9 6#, 1^5 8 - 2 1 6 6 9 7^, [SJ 

((Leu 21 ) - h E G F : ^UflW6 0 - 
28994^£8) ) *<15**nr^Sp flfe<0 
EGF«^^Ut, h E G F<DC***«2fflfc 
ltfct<0r*5hEGF • HU^ntl,>5 [* 

ffl6 0 • 2 2 6 3 0^toqn i *n3£jfc 0 fx*, C c 

^can^n^hEGFaiSKft (99. 9%& 

tt£l±) :oJ:9i:(SMf.b«T*5 
C £ (n) iLtffiU^ ) o * fcKte 

(0EGF77^>>hiLt, EGF<OC^5S6^< 
5(lS*fcl*6fflfcttfcfc<0Ta*des- (49 
•53) - EOF (ECF-5), d'e s ■ 
(48-53) - EGF (EGF-6) (Bioch- 
emistry. 15. 2624(1976) . Hoi . Pharmacol . , U. 
314(1980) , Vltai. Hon. . 37 . 69(1979) , Clin. 
Bos.. 25.3124(1977) ) . E G Fa<«€r<Offi*0f£ 

mz%m + & tiz z g f 

- (20 - 31) f*<OX*i$ttT£* ( (A cm) 
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tflHV 63-99017 (7) 



C y a 4U ' 8i ) E C F • (20-3 1) (Proc. 
Nail. Acad. Scl., 81. 1 351 (1 984) * (A 1 a 20 ) 
ECF- (14-3 1) (Proc. Nail. Acad. Scl.. 
M.135K1984) ) . A f fc *> T > IC J: otfeSti 

ECP (Blochealstry. ^5. 2824(1978) ) U £ 

*n*nT*»K co^ 9 ^'^S(>*»w<ofijcfiia 

fiScSH^O-Ri LT±fcttHftrtfiH*B*<* 

>^fi£SHT- (Transfornlng Growth Fac- 
tor :TCP)T** C<tttfi«i£2Lfc<!:C6-C**o 

ic^ttintua. t^<5t, T C F a x 

*JS#-f*« ECFcCtDESOTCFiUISJi: 



J5X&HT-^0$q«5IcK t. «i:TCF a ttECF 
t7 WafiF«30|flffltt^K< . TCF a <JD50 
&£S*2 T*<E G F<0fc|3)<O&Sfcjiifi 

^nt^e (Proc. Nat I . Acad. Scl . .8±, 7383 
(1984)] e TCF fl «EGFl/tr^-i: 
tt£L, CniiECFitt^ti ( rg^co^^. 
*J 13 3 s 1040 - 1044 (1985) ) 0 
5£IC* TCF fl liECFl/*7^-4-t-tf^ 
rSttftL (Nature. 292_. 259(1981)] * ft E G F 
l/-f/*-ftfl:|iTC F a O/<5 * U >#ffi£ih 
(J.BIol.Ch-ei. 258_. 11895(1984)) 0 C tl 
£C0¥&*£, ECFcTCFclilWlcfijBL 
fcttffl**?* 5 4>©<t#*n* 0 |3I«IC^ 
>X'J>£IGFKfc* TCF a cECFiOM 

(Adv.Metab.Dls.. 8_. 203. 211. 237(1975). 
Endocrinology. 107 .1451(1980) ) 0 * L T\ 
ICFfiii, oxy >8Sttia#ic UIST- 

* TSf IC £ ffil L ft m * & t * I3J & o §3 * * t> £ 



0 1)07*5, 

Xftwott&it. itia^>y ^u^LrfiKfita^ 

fl<tLTN->*A-N--r*oy*u*>i;:j: 
oT?l&fiC<*n/:'7*X|$l|glB#> (Colon 
adonocarcinoaa 26 is £ (/Colon adeoocorclnooa 
38) . t Hl# >t?*£ttJHi«5^*Xl;:£WL. 



COi htttotHXL LTAtttttt t>lw«, fflft 
(KJtfffl. te&flU ttfK3l^) . ScJEau 8#3K 

X8#fc, ^7f>, 7k, '<7?.f 
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*0^5 o :n^ii, tspfi* tz i*#tsn*j (& 

M#>ftto*»*-*ft6tt±*»W«ffl£©# 

wis* *{k^««:©7fe««r***a5ji-r* gwT* 

Jft0U*JW*fiEffl*a £ $ (Hi, *!l#>ftffi*tf-*- 
5 ft ^^<0l54ilS)5#*S I' 1**0 8911 i:(54t 

a< w * * n -5 « 

<h a<T * * p * . 5 • FUfc^^TFyr 

■7>r v ><Di&&iL i S3 ♦xoaftia^fiu^n 

-en 5 - 1 5i*/kg{*Mf2Efc <fctf 1 0 ~ 2 Oa* 
/k*ttffifiKT<fc*« Sfcs 5 * FU A<0 1 
Q^OcO|?nfft^fi(i % 100-300. yT** 0 

» co r w * a a © ft fa u a * # m t s # > o s 

10a*/k*fc.fctfttatft5Tl 0a*/k* ( t H& 
* E G F ifi&cott 1 0 0 fitetZftZ) ^ta^LT 



9$URHB 63-99017(8) 

32MeVm*t$U G0 C o r»fc£-ttl*8TJ: 
IS 

IciiffltttfA*) 1 03OO«fiH?^i LT 
10n?-10rn?gfi|[i<2Ul». *$& 

w m m i - * ■» r * <o ft m z sg 155 1 « * $1 # > ft /n 

* 5fe «W I c A 6 M H > ft ffl 33 a ail* ft # > ft ffl * 

0 (1) rM*>MJ ^Kttft. 

>ftffl*fi-^i<b^^<bfSjo$utft4UA:>?, Mi/ 

M/r>ftffl*#-r«w«it«Rii*(ft^iu-5 
% « g 

cnbiiW^Ti^t* * » w « c 
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£g*W 1 

(t»tt«t«-C* fi 5 * FUih EGF i**fl£ 
(1) 

BALB/c^7^^Ifi (23i0, 5 
-C) , MS <60±5K) STliSM^flflWL 

€tffi:&*>n*<*ffi 1 8-2 0 * «> 
*lUJf6-12Ei LT*&ttlcttLfc. 
(2) Klt»tt**0tt» 

Colon adonocarcinoaa 26 ( v O ^ £ A3 A3 # > ) 
£110 0 S >X Lfc t>4>#j0. 1-0. 2ml*&ljia 

><0&i£ (a») tii;c;fiS (bis) . **P|£ 
ft^fillBB*iaStL/:I«Bl$*^U fit 

5 J FU : 5 • F Utft* (*T) 

hBCP : hECF ^ ( * T) 

■ : h E G F + 5 - F U#ffltft58 

• : 5 - F Utft4» 
O : ft£fcftt&5# 

t* : P < 0 . 0 1 

* : P < 0. 0 5 
(*) : P < 0. 1 

P ii 5 - F uUiikM«i:»t 

n<s><Bflil*£T*f-*--r>K • f 4 - • f - * h 
( Student's t-test ) *fc(*TXf>-*x/W 
foaitt (Aspln-Velchl aethod ) IC J: 5 o ) 




ttHIBB 63-99017 (9) 

7 9 > a > 1 4 (Instruction 14) (NCI)i9«0) « 
ab' 

#>ffifl <«*) 

2 

ceo* >n«tt-*K@«*n* oral**** 

«fflintl^5 • FU1 5 0 i*/k*£m*il£T 
tt4lfc», 5-FU150ig/l«ahEGF 
(hECF) 1 0 0 v z /kgtZ&m&TM* L 

tin. tf<t£fcfct&^#Kfc^T. »tt#> 

hECF j 100^/10 m\/kgtKZX?iZ 
h E G F *f&i$t (0.0 1 %Tveen 

5-FU: 150«/10al/kgi:^SJ:oi: 
5 - F U*fciK (10»-^ 

C Fttfcf/fcS - FUOSttiOfftl,ttifL/io 
C©fcJ&* 5-FUihEGFi^fiffflfi4L 

#H«J!H&m*<*£nfctf*9T* < , 5-FU 

* tt a 4 0 k m u r t> 0 m ti tf > m & it » up a a 

%&fl)2 
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1 0«*/k**W»£Ttt5LfcBK 7 K 'J 7 7 
■> V 1 Oig/kgt h EGFlOO^/kgi^Df 

A : hEGF+7 K M 7 T -f ->>#ffltft4H 
A : T K 'J 7 7 ^ > 

h E C F : 1 KfSJCo 

7 K9 7tO> : T K V 7 > > " ft (tflfURS* 
I«W) IC 1 Oa*/ 1 Oml/kgt ttS 

COtSJRJ:*)* r K V T^>f •> > 1 Oag/kgi 



•> >Jna»^»ott 3»o i sic l* 

£Sftftl3 

Uttii^ttW 1 iHtttclT 

/:^U ttttttift4A <i« 5 - F U 1 5 0«g/ 
ky^mttKTlft^ L fcflK 5 - F U 1 5 0.ir/kg 
tr/X«>50n */k*<h£{*/fl&Tift#Lfc 
ft, >5 0 a */kg*i£&&Tfc&^ Lfc 

• : 5 - F Utft^B* 

■ :4>*U> + 5- F U#ffl&4# 



50^f/l 0ml/kg£tt* X ?C 
>£jg&(0. 0 0 5 N £ 

5 - F U : fSttfl 1 (CISIC 

FU1 5 Oas/kg£*0fffl*S C tKJi^Tt&'f 

sa^^99itt/r >JfftMisift»*<i8i*&tu la 

KM***!/:. 5 - F UiHttift^&KJt^* 

* ttM¥ABKT* o fee x * 

(i) ***a&fc 

C570L/6£i2ttv*x£tagl (23± 
0. 5 TC. MS ( 6 0 ± 596) £T 1 EKU^ flfl 
ftLfcfc* 01 Iff <t£fcn*tt® 1 8 - 2 0 * <0 k 
<0*lfino~20e<tLT*£**K(ftl,/:p 



(2) tfisa 

Colon adenocarcinooa3 8 ( v x # > ) 
*tifltt 5 >X Lfc t>O#j0. 1-0. 2 al* 10113 

(ho^-) T7nfi»mi«ic» 

(aaa) *5J;tf&& (baa) , £ M 
T5*K J; OColon 2 6 t |3J &IZ # > ffi jB * 

a b* 

(ag) 

2 



-222- 



?WB« 63-99017(11) 



£Tlft^LfcfiK 5-FU150ur/?thEC 
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ffifi* 1 OOUT^S. 1 0 - 

jsi:^**ogjt±s 5 - f umafft4»ic«^*«f 

£«Dtir»J:*K h E C F + 5 - F Ufffl)ift48 
TU, tt*ft3 BG£IB. 5 - F U # a tft $ 8 (C 

ftfco Sfc* h E G F Oftfr *) K (Leu 21 ) - 
hECFHIihEGF • D * * T J: i2 <!: Is] ft 
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©tn)^«l*«iS^ &*i h E C F i 5 
- FUi*0ffflL/rJ!|U(t^^Mtft4P^5 - 

5 • FUIc«tt*fe->fc^9*ai&#<0Effi#> 
i:iit*hECF + 5 - FU^ffl^^^>SftiR^, 



(1) ^»iSft^ 

c d f j Km&w x*m^ho «w&ft3?tt 

£##1 1 KB) Uo 

(2) *tt£fcSJ:tf&8t&» 

P 3 88 <7**aia«) CD9ST5-FUIC 
« LTjlK»»tt« toft (P 3 88/5-FU) 

*^ac d f x v^xoansrttttaj^fc. flu 
Krt»W8 aacffiTK (y/>flll!S^t^ro5) 

XICvCr^lE^03x 10 6 colls ^r^^xaft 
*H«^1 (Colon 26) tlSjtt<0^ferfliSL, 

ft^«!Ott^icM LT 4>l?ttW 1 & MB t: ft* 
fc/iL, {&4@Cktt 2 f3 <b L, 1 B g t 3 B 
0<cta4 L /to 
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h E C F : %&W 1 \zn Uo 
5 * F U : £8W 1 ICIBJ C. 

it/:I!»B»^^t, 1 B H©{fc£«3fJ*4iftlfl 
<D#>!&ia£100£LT^<5o Sttfifi I* 9 R£0 

©GUi* 5 - f ui|1tt&4B*l;:*^•^-*#/?^ft4 
C Oft&lw <fc % h E C F + 5 • F Uff/Hift4 
EM*> tt4IH^&5 - F Uifl8ltt4#fc j; {/ft 
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P 3 8 8 tt 5 - FUi:jHLt«ttt^Tfe^ 
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6 9 t&frft* o 




7 

hECFco^^^TTiyttre^jON^JS^O 
2 lS0Of^j:> (Me t) t>< a << ■/ > 
(Leu) i:Slftinfc (Leu 21 ) -hECF. 

h E C P - n*JB^T, 3522*8 ft! 6 i|3]£0& 
8&T(Leu 21 ) - h E G F £ 5 - F U 0) 

h E G F - Dt5 - F U <D #>fj K «fc * ft) # > 
»&*/r^ffifi<3i(}«£M£*-* c £1;* 0 IAS 

ft * hEGF-fltthE0FO75/>>ht 

hEGFi|ri)»TA5 (J.Biol.Chea.. 247 . 
7659(1972)) * 

3lft(*« tttt*Uft5B*« 5-FU150 V / 
k*MttKT&4Lfc8K 5-FU15 0 a ?/kgi 
(Leu 21 ) - hECFlOO/ij/kj^Wffl 
£Tt2^L/rBK 5 • FUl 5 Oog/kgi h E C 
F-D100. ff/k*<!:<:#ffl£T&4Lfc#S 
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HttlifT-* fc. 
(Leu 21 ) • h E C F : % ^ i <o h E G F 

C<OftJft«fc»K (Leu 21 ) -hEGF+5- 
F Uftffi tfh ECF-fl + 5- FUef 

ffl&^ttTtf > h E C F i Jo] || i; , 5 - F UWtt 

* -> > ic « l r if iw w ^ n 




gi 3 $ 

843 (Leu ) hECF-D 

<t£Mtf&K# 5 - f vwmsu • h e g Fi mmn ) m 

Btt 5 -FU 5 ' FU 

1100 100 100 100 

2 147. 4±15. 1 121. 2±10. 5 9 2. 0± 4. 8* 94. 5± 5. 1* 

3 227. 9±16. 1 232. 7±15. 9 108. 3±18. 1** 99. 8± 4. 8** 

4 268. 8±32. 6 280. 0±31. 7 160. 4±12. 3** 180. 5±20. 4* 
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£«iiIi£Tia^L*:lflK > x 7 7 *• > 5 eg/k* i 
hEGF 10 0// */k*£*#/fl£T&4LA:C? 

■ : hECF + '>xr5f >tt4l¥ 
hEGF: 1 CBt, 

>^7f> : v (B *{(:%«*) 5»*/ 

1 0 ml / kg; £ * J: 9 1= tft 4 L fc . 
COft^**?, -^^7f > Sag/ygt h E G 

Fiooz/ir/kgi^ifflticiiu-,!, & 

83// >(0 Col on adenocarclnoaa2 6lfi^T/;< , 

ifiM&!*A<a< rnjftSi§ifi:o^T<i j; t hoy/ 

>lc2r^Colon adonocarcInoaa3 8 v ^ ^ JEJ >/ 

2/3 sunoT, ttM-9t»i:ft«<cna^n/f 

ttfc* h EG FOftfcOte (Leu 21 ) - 

h e c f *ffli»r±Etisi«o^a^fr o fci: 
1 0 

fflor, ±a»5ittW2 iRttic h e g Fammft 

T£ * ( L e u 21 ) • h E G F > 




?!raB363-990!7 ( 14 ) 
*^xy5f->#*s*tt«fnfta>5r>thECF 

ttfcs h E G FOftfrf? i:h E G F - fl*fflo 

r±«e<!:is]«coiiJtt^^f ^fci ;^ Htta&K 
saw 4 twmz&4tum%w# >mv *> & •> 

// > co I on adenocarcl noaa3 8 (C £ $1 // > 

6ttt«l54l!?tLT7K'J77^>> 
* 1 0a*/k*i|18!&T&i*Lfci3. ££lcS(J#fc % 
7K'J77^>>10a g /kgi (Leu 21 ) - 
hEGFlOOtf */k*£*#ffl&Ttt4Lfc8K 

I=*t-> fc a 

A : (Leu 21 ) • h ECP+7 KV 77-f 
A : 7 K 'J77^ 

COteJg*^ 7K'J77^>>io. g /kgt 
CLeu 21 ] - h E G F 1 0 0 u */kg£*{tf/fl 

«WlW»S^i2«> ^n. l3t49B»TU^BO 
ft 1 . 5 f& IC L K -> T li t£ r> 0 c n /C ^ t 
T. r K U 7-7 4 •> > 1 0«*/kg£l|i&£ 
L/^C** £49 0»Tli»4QO^5^i5< 
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^<D^;tf>:a3Hi**ft*l><0<3* (Leu 21 ) 
• hECF*ffflHft4tfc"*S^a^t)OTtttt 

CLeu 21 ) •hECFi7K'l77^>>4 
1 1 

ffll'Tt h&#>icft-f * h E C F#|# Vftffli* 

tits, $H#>fl:ffltt# >ffia<0*Stt*flM£"f * 

(1) ££tftft 

BALB/c AJcl-nu £i£&? — K *7 
*x*ififfl (2 3 ± 0. 5t) , IS (60±5 

& fit I C *> l* T ffl V -7 * X (* ± Sfi ft | z X ffi ft U 

*m*kamft5 Lfciau 7K'j77^^io« 

/k*<thEGF100*i?/k*<h£#/?iia4L*: 
fco ffiS^x B&£ (i*J]®<0{t&#itt4B* 1 

amo/f >nra« i ooutus, 

|BK {b&«3<D&4ti 1 B @. 8B@. 10BI, 
13QBco^S|-40^ofe e {ft ft ft WT^ilS 

hEGF sSKIIMlCflC. 

*SStffi<i* Wft8Ea¥$ffi±tti*2ia***. 
^rti^togiU. 7PJ77^/>$«i|5^|;Jj 

imsi)^nf::H^t ( p o^giimiis^in t> ) o 

C <D l£ .fc 9 . hEGF + 7K>J7?<r->>gf 
Jflia^Wtt, ia^&4 BBSiP»* 7K'J77^-> 



?$r ff 1Ba 63-99017 (15) 

(2) ait*ffi45j:cfiiSaa 

MX - 1 <t h?L#>) l B tift^S(CW»?L 
fc (>0**Bfl8f£Hm (hoy*-) -C-r^XlKT 

(bum) £SW£l^ T*Uw«fc »3 Colon 2 6 t ffl $ 

a b 2 
2 

i*k #>8Bfla<DitIB**& 1 t LTflstt-.fifii L 
fc« ) 

& 1 7 b») k# > sb a* sis l. si&^isih 

lwiftffi<D//>ffia(O^^^U^^J:9lca&S^ 
fflot70^^38?i:^its Zftnti >m&z>¥. 



mi&t$mmtiit)<t&#>*titz 0 
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hECF - DlihECF077/> > h T ii * 
5ri<* S£ftOttdtt*£ttj5ttl*h E G F iRi) 

5 - F U 1 5 0«y/kff^m5jbKT 
fcifLfcSk 5 - FU1 5 Oay/kgi h E C F - 

n 1 0 0 u K/kffi^efffl^Tta^u^m, tsx 
vit&vivm-mt trio 
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1 3 

hEGFO7;;«fi^J(DN^i3J;»)2lS0 
>t><n 4 •> > (Leu) 
h E G F$#(*T*S (Leu 21 ) • h EGF^ 

Xtttt, fSBfl! 1 i In] « ic rf o 0 

fc/if U tttttfti^gl*.* 5 - F U 1 5 0 eg/kg 
*W8tSTWLfc», 5 • PU1 5 0ig/kgi 
(Leu 21 ) • hECFlOO^ g /kg££#ffl 
«TB5Lfctf* **tfffc£tt*ft4*± LA:. 

• : 5 - F U&4#o 

■ : (Leu 21 ) •hEGF + 5- FUfifffl 

(Leu 21 ) - hECF: 1 0 0 ? / 1 Ooil/ 

(5 - FU) U £ ft * S X # 7 - (7 h 5 7- 

fcm#&4#*. r#7-*4 0 0« 
/kgihEGFlOO*/ * /kg £*tfffl£Ttft4 

ttii. fk^«9<Dt54<i 1 0fli4 BBtf>£tt2 
h E G F : UJKfl 1 Co 

44 0 0«g/ 1 0 ml/kgO/flfi-CffiJI) 



If HIV 63-99017 (17) 

kg£ (Leu 21 ) - hECF 

(0. 0 1 %Tween 8Q*&t; p H 

5 - F U : 1 Kfltt, 

£0t$»«fc>>* (Leu 21 ) - hECFlOO 
tfy/kgi5-FU15 0og/kf£*#ffl* *C 
ill* o TfiMB^ &*Ntt*:'JftHi»MJItA 

ictti*. 6 n*. 5 • Fumibtft 

1/4 gffiT^o/To 0rti(t) , * % ttomttitt 
tzXolZs 5 - F U*»tt5#fctt'STttlt#W 

o r a K*EV^ CnibEGFifc 

iihEGF - ni^|fl^t§*l:-oOTj:iei^ 

gttfl 1 4 

£(* rt TftSIt* 3* l*T 5 - 7** a * 5 -VA* 

COJftJR£tK hEGF+f/f,7-^|)fffl|^ 
«M*% tt*fft8B* «& r/f7-/mi*bfft4#lctt 

i/^> h EC FOftfrOlC (Leu 21 ) - h E 
GF|/:lihECF - n*fflV>T&*ICOV>T± 
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^o*X7r5K20 Oog/kg* 
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itz. hEGFOftfcOK ( L e u il ) -hE 

(MMC) *fflUT, $KM4 &nt»CS4/f>i« 

^ttti, &ftta4#£* MMC 5 ag / £ i£ & 
&T&4L/:#> MM C 5 nr/kir£ h E C F 
1 0 0 u */k?£*#ffl&T&4Lfc#> MMC 
5ae/kgihEGF - IIIOQ* #Jfl 
£Ttt4LfcEK MMC 5ffl*/kK<t (Leu 21 ) 
♦ hEGFlOO0*/kjr£*Wffl£T&$Lfc 

h E G F : 1 K|3J tfo 

h E C F • D : XJMM8ICI8I IT, 
(Leu 21 ) - h E C F : SSK0I7 IC (5j C 0 
MMC ; 5 «*/ 1 Ool/kff t U 5i6i:MMC^ 




^030363-99017 (19) 

N* ftdttl** 00*1 Bile, 2®S*5B 
4B«lB§^l^»Bft«/7L, lasafb 

C tttftftJ: 9 * hEGF+MMC, hECF • 
fl+MMCs (Leu 21 ) - hEGF+MMCOf 




m 8 g 



42* 






mm ammu 




hEGF 
MMC 


) mam 




hEGF 
MMC 


- n 

) #mmm 


(Leu 21 ) 

• hEGF) flW?ifi5B 
MMC 


1 


100 






100 








100 






100 






100 






2 


194. 


9 ±58. 


1 


130. 


8± 


8. 


5 


97. 


2± 5. 


1** 


90. 


5±10. 


1* 


100. 


1± 5. 


1* 


3 


239. 


8±5 7. 


6 


10 6. 


1 ± 


9. 


4 


9 6. 


6± 5. 


7 


9 8. 


3± 5. 


6 


81. 


3±28. 


1 


4 


282. 


5±1 5. 


5 


9 5. 


8± 


5. 


5 


7 2. 


2± 5. 


7* 


8 0. 


3± 9. 


2 


8 5. 


6±29. 


1 


5 


313. 


6±21. 


3 


9 8. 


6± 


3. 


9 


68. 


6±10. 


5* 


54. 


4± 6. 


3** 


86. 


3±14. 


3 


6 


4 15. 


6±24. 


2 


160. 


7±10. 


9 


9 0. 


0±10. 


3* 


64. 


3±10. 


8* 


7 5. 


4± 8. 


9 n 


7 


524. 


5±50. 


6 


15 0. 


8±15. 


9 


100. 


1± 6. 


7* 


9 8. 


8± 6. 


7* 


88. 


1± 9. 


6** 


8 


5 9 0. 


6±61. 


5 


263. 


6±30. 


8 


130. 


3±30. 


3* 


144. 


4 ±28. 


1* 


160. 


3±15. 


8* 


9 


603. 


3±28. 


9 


308. 


7±54. 


0 


138. 


9±2 1. 


8* 


156. 


3±14. 


3* 


182. 


4±30. 


8 (» 
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?f RflBa 63-99017 (20) 



1 7 

>M 5 0 7 6OSffi^>i:^t4hECF, 
(Leu 21 ) • hECF, hECF-US*©;/ 

#>JSfl<&ftf * c tic J: Ott^Lfco 

(l) 

B D F j iStt^^fcfflUfc. fl=jii?fc#(*£i& 
M 1 C H C • 
(2) ^tttffc&tf 

i:iEC*/:')l-2xio G Colls & 
(Colon 26) i^acD^rSTSIS LT. il > flf 

a^dii/:, 



hECF, (Leu 21 ) - h E G F * h EC F • 




51 9 g 



ttw 

** hEGF - h E C F hECF-D 



1 


100 






100 






100 




100 






100 






2 


144. 


9±1 5. 


9 


126. 


4 ± 9. 


0 


9 9. 1± 6. 


7* 


10 0. 


1 ± 8. 


7 (*> 


9 5. 


3± 4. 


8** 


3 


153. 


9±14. 


9 


125. 


49± 8. 


3 


105. 2±13. 


2 


9 5. 


6± 8. 


6* 


9 8. 


4± 6. 


5* 


4 


194. 


6±18. 


2 


13 6. 


9 ± 5. 


2 


103. 6*1 1. 


7* 


10 1. 


1± 5. 


6** 


100. 


1± 4. 


5* 


5 


207. 


4±20. 


9 


14 3. 


6 ±14. 


5 


113. 6± 9. 


4 <*> 


120. 


3±10. 


1 


1 1 5. 


6± 6. 


3 <t> 


6 


2 2 5. 


2±19. 


1 


19 2. 


0 ±20. 


6 


135. 4±14. 


7* 


140. 


6±24. 


5 


144. 


4±1 0. 


8* 
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tfH 0363-99017 (21) 

(Leu 21 ) • hECP*fctthECF-nt# 
SSttW 1 8 

£4ft0U ilnlllK* h E G F > (Leu 21 ) - 
hEGFv hECF ' DS*i5- FUifflUT 
■7O*0PJ&# VM 5 0 7 6<OE0ffl/f XSMTftfl 
#>ttffl 1 7 tm&KfrfeltZo 

icou-cuMlM i 5 tfaJHticfr-* fc. 




5 - FU«*ttft4g 



5 - FU 
hECF 



i &mmu 



5-FU - 

(Leu 21 ) i mmu J k 



h EG F 



hEGF - fl 



1 


100 






100 






100 






100 






100 






2 


144. 


9±15. 


9 


114. 


7± 7. 


5 


10 0. 


9± 7. 


9 


98. 


6± 9. 


8 


101. 


3* 8. 


6 


3 


153. 


9*14. 


9 


1.1 5. 


2± 8. 


3 


9 3. 


8± 4. 


8* 


100. 


1* 5. 


6 


89. 


5*1 1. 


3 (*) 


4 


194. 


6±18. 


2 


134. 


6± 8. 


9 


9 3. 


9± 9. 


2** 


9 5. 


9± 8. 


3* 


9 0. 


3±10. 


1** 


5 


207. 


4±20. 


9 


187. 


3*19. 


3 


123. 


9±14. 


1* 


116. 


5±20. 


3* 


134. 


4± 9. 


8* 


6 


225. 


2±19. 


1 


2 3 0. 


1±29. 


4 


14 0. 


1*1 1- 


8* 


166. 


4*21. 


4 (*> 


15 5. 


5±1 5. 


0* 
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hEGF, (Leu 21 ) - hECF, hECF • 
D»U5 - FU<Z>#/fl*<5 - F V l\L%k<DMtfy 

xy-frzm^. :naECF> (Leu 21 ) 

- hECFUJihECF - D^HfflUtiie 
«b[5]«0^tt^?7^/r «!: C 5, ±Ic! <h fs] <0 

tfi*n* ttflt#i!Di&ttftH? (fcf) tm^x. 

/Co 

hEGFfcFGFlcgJL'LTfr^fco 




»BBBa 63-99017(22) 

FGF: 1 0 0 U Z / 1 0 ml /kg £ U * J: o 

FGF *0. 00 lK<OTwoen 

cotsaitK f c f + 5 - f u#j?jia5nm 

tt*1fc9B*fr5 - F U*ttlft4»lcJ4LTttJf- 




a* 



I 

o • 
u in 



s 

i 



«• 4* «. • 
H O O OQ 



-H -H +1 -H 

oo cn oo in 



o 
o 



m 



cn 

00 



00 cH 

h- *o 



CN 



•H 



00 

od cn 
cn 

*H +| 



O 

o 



CN G\ TT 

O c* o\ 



00 

in 









00 










CN 


C\ 


CN 


CN 










CN 


— ( 






-H 


+1 


<H 


+i 






m 


m 




in 












<a 


o 




CN 


vd 






o 


CN 






m 




r-H 


—I 






CN 



^ cn m 



in 



h-7^v/>C^, T ***ftAVTft * s/ * a * X 
7 r 5 K £ * K li G & 52 tfjr £ * •> x 7 7 * > £ 

%Kgq2 0 

1 G F - n (hlGF-D) t MVGMtt 
VSttOtttt^nC-r * C £ K J: 0 fcfcLfco 

t#7-j\> : 4 0 0og/kg, £Ttt4 

5-FU: 15 Oog/kg. 

sua, tft4#** ±eftft«i«s>7;-Lfciatt 
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h!CF-n:50/iff/l Oml/k*<ttt* X r> 
h I C F - n*««t (0. 0 0 1* 
Tveen 80*£t; pH7. 7<0 1/15 

: ^ffttfj 1 4 <tE i:, 
5 - F U : UttM 1 &fl Uo 

h V-f - C : n&W 1 6 i^Co 

«ttflieefl9) - (Si, <t&1&&44 



EBH863-99017 (23) 
> r? m * *r -r * <t £ m © # a & ^ u i r it * r # « 




% 1 2 £ 



(5 4 a 



I C F - n +-r*/7-;U#ffltft48* 

5 - FUI|tttfft4V 

ICF-n + 5-FU0MMft4« 



20 5. 1±12. 3 
95. 2±15. 4 
4 9. 8± 9. 5* 
84. 5± 7. 0 
50. 6± 4. 8** 
95. 8± 5. 5 



icr h*<<i,>. cmmn 73. 4± 5. 8* 

isX75*>Vmm 14 5. 6 ± 9. 1 



igf - n+->x-7y*>mmn 



9 8. 4 ± 8. 2 4 



jgttfll 2 1 

-r >* u >«r^or. wge^«^j4 tffi&om 

x#7-A>: 4 0 0ag/k*, £T&4* 

-T-f h 7* - C : 5»g/kf, «T»5* 
£»W 1 6 

7 K'J 77^f •>■> : 1 Oag/hg. 

-f >X y > : 5 0 n g/kgs &Tlk$s 

3 tmto 

P5a4>Ofi[flI^C^tcol%r«15ttW2 3 &ftlft 
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WBSBB 63-99017 (24) 



S5 1 3 g 




Ift 4 » 



-f >xy >+4W7-*(iMI&*A 

-OX U > + 7 K U 77>f •> 



2 0 5. 1±1 2. 3 

95. 2±15. 4 

56. 3± 3. 2* 

95. 8 + 5. 5 

70. 6± 4. 3* 

102. 4±t 0. 4 

70. 2± 6. 5* 

145. 6± 9. 1 

90. 6± 5. 8 



4* 



%®W 2 2 

h y >*y t- i > rdtfiHiP a (hTGF fl ) 
SWOT* ffl£%f*fl4 £!5)«<9lSg|fcT. 

83£&*mtt&4Lfc#* * >x >£TK*ltf 

45 «fc tf i t & 65 ft a S m t I tz Z t « * li £ a n 
2 0 ilSJftKfr o A:<, 

hTCF fl : 100i/«/10 ml/kgi /X h X o 
i:TCF a *0. OOlKOTvcen 80* 
2/W^pH5. 9<Dt/l5M U >fl**- b 'J 

5 - F U : 1 £13 U« 

x*7-/l, : 1 4 tfsICo 



7K»J77^'/> ! iUttWl0t[5)i: p 
•>X75^> : 3JKW3 tlBlUo 
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1 4 & 



13: ^ # 


#>ffiffiit <*>) 






205. 


1±12. 


3 


r- n if >m <i in u mm 

5 - F U Wllft^CI 


84. 


5± 7. 


0 


hTCF a +5 - FU#ffltfti*# 


4 2. 


3± 5. 


3** 




9 5. 


2±15. 


4 


h T C F a + x#7-/Wflf£5# 


3 8. 


6± 8. 






9 5. 


8± 5. 


5 


h C X. *9 V L. —» y «-« |4£- m in aw 


6 9. 


8± 7. 


* 
8* 


7KV7T4>>lttH<&4# 


10 2. 


4±10. 


4 


hTCF a +7Kyrv-<.»^ffl^8| 


6 3. 


8± 8. 


9* 




145. 


6± 9. 


1 


h TC F a + >xr7f->^fflt54» 


7 9. 


8±10. 


3** 



^B3B363-99017 (25) 

gttjg 2 3 

hTCP^ihECFtffi^t, ffl££«e*j4 
il^^O^tt^Tx h T C F ^ + h E C F iTE 

^*^^>ffiSOi{5«*g«Sg-r* c tic J: OteS 

ffl*fr**ft&«5£ hTCF^ 5 Oi*/k*24tf 
hECF 1 0 0 (t g /U*±£tom&$LtzU. 

IS), tfttttttt* «Toao. 

h T C F £ : 5 0 1 Oml/kgt Z £ o IZ 
h T G F ^ (BTltt) * 0. 001 
%OTveen 80*^ /£ £S&J27k'C73 

hECF: nam i toe. 

5 - F U : i iigi;. 



"*<f £/> . c : gtffl 1 6 

7 k 'j 7 7 o > : ^«fimi o&nc. 

: XUM3 £Hi; # 
C©tt»J:0 % h TG F 0 + h E G F 

> ffl * *r * < k 6 ft o # /fl & ^ # r # £ tt a # > 



» 1 5 & 




!ft 4 8 



5 • F U¥tt»4» 

hEGF+hTGF^+5 - FU0H8lft%8 
hEGF + hTGFj +7-rt7-k&m&*>U 

T-r hv^j/>. emttttw 

hECF + hTGFfl+T* h *7 << «>:✓- C 

hEGF+hTGF«+T Ky7T-f •>> 

h E G F + h T G F fi + *■ >ftfflfft49 

h EG F + 

(Maw 



hECF + hTCF^ + ^D-tX^Ti K 



216. 3±20. 4 

10 3. 3±15. 4 

4 3. 1± 7. 8** 

118. 0± 9. 8 

32. 0± 4. 0** 

101. 1* 8. 3 

70. 0± 8. 4* 

120. 3±1 1. 3 

65. 5± 5. 9** 

1 39. 8± 9. 9 

80. 0± 4. 1** 

9 0. 6 ± 7. 6 

42. 7± 6. 5** 
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F C F *ffll'Tfi9££tt«4 ±IB|«©*«*T 

F G F tT#7-*<oMmz xzwtfvvtmzif 

5 - FU£r#7-;Mcgg!L-CfTofc 0 

CO^m^O, F C F +T#7-Jl'&m&5-n 

<o#>ffifi^*tft^'#4 a a oos settle 

gj 1 6 g 

tft 4 U #>ffifl*t (%) 

1 8 9. 6 ± 9.8 
xrf7-JH&fefcift4l3 103. 1 ± 1 3. 1 
FGF+x^^-^^ffl 

12 # 68. 3± 7. 8* 

n&w 2 s 

hEGF> h EC F - II „ (Leu 21 ) ■ 
hEGFifcliUf-y-f-/? • T ? K 
(Rcllnoic acid ) (RA) ^rffl^Ts mtZM® 



?$l»iea 63-99017 tf6) 
6f ffl ic J: ZUti #>tfifi©JStt*aM£ 

thEGF, hECF • D, * tz It (Leu 21 ) 
-hECF^*100/if /k? t R A 3 Oosr/ 

/ft). »««£U, J£lT<oa*>. 
h EGF : £8011 ilSIUo 
hECF-D: 3SK0!7 ilsl U e 
(Leu 21 ) ■ h E G F : 1 3 C „ 

R A : 3 0 ag/ 1 0 ml /k*£ <C 5^i:RAU 

W t>fttztii£Uy ft 1 7 *lc**"Jffl *3 -3 
[3J ^ o 12 ^ ti . 5*1£<£&h;iic13Ji;t£* 0 ^ 

hEGF. hEGF-D, 



(Leu 21 ) - hECF«J:tf (*fctt) RAt 



% 1 7 g 




ft 4 # 



#>&J5Ut (96) 



h eg f + T#?-*mm&*u 
hECF • n+ r-tfy-wm&tm 

(Leu 21 ) -hEGF + f^-^W^ 
h EG F + RA + t iiy-fc&miB&H 

hECF - n+RA+f-#7-/i^/ma4B 

(Leu 21 ) - hEGF + RA+^7-iU 



183. 8±24. 1 

90. 6±1 1. 5 

44. 0±1 2. 3* 

38. 6± 8. 9** 

4 0. 1± 7. 4** 

20. 3± 5. 8** 

28. 6± 6. 4** 

24. 1±10. 1** 
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%Kfi)2 6 

•r* (UFT) *ffll»t, $«^4i|3I«li:«g 
IS? 3 t L A: & O $1 # > * 35^ A:* 

UFT 6 5 0v/ 

kjrm^enta^ t uft 6 5o«/i« 

h E G F : I £[fi| Uo 

h E G F - fl : %ttM7 il^Uo 
(Leu 21 ) - h E C F : MMM 1 3 i 13 
h T G F a : USSW 22i(slC D 
h TG F 0 : £8*12 3 i R U 0 

f c f : naw 1 9 

4 >X U > i HSS0J3 

h I G F • D : £1*0)2 0 £13 C c 

UFT: UFT/?rt^ (MXfiDHfl)) © f*3 




?$ MBA 63-99017 (27) 

UFTilt65 Ony/kg £ * * 9 CfS 

# 2 D Q<0# >ffifiJt&K ft £ « 5 30 * 
lOOil/: t cot* i, 




3D 1 8 & 



» 5 8 



#>ffifiit (%) 



hEGF + V?TWmmst 
h EG F - fl + UFT#j«fft^C» 
CLeu 21 ) +VFTmm® 
hTGF a + UFT^ffltt4BI 
hEGF + hTCFj+UFT^fflte^S* 
FGF + UFTftffllft^B* 

hICF-D + UFT»ffltftlfg» 



110. 3± 8. 7 

80. 5± 7. 5 

51. 7± 7. 9* 

5 5. 3 ± 6. 8* 

54. 6± 8. 1* 

40. 3± 5. 1** 

4 1. 2± 6. 5** 

59. 9± 5. 1* 

58. 6± 8. 3 tt) 

53. 8± 6. 5* 



n&w2 i 

RoHffl/rxcatr * h e g f „ hecf • nt? 

tl >mi8&* P 3 8 8/ A d r. IC. &#>ttJIJ£ 
h E G F : £8fl 1 KHC, 

h EGF - n : %®wnz®[: 0 
(Leu 21 ) - h E G F : HfSfl 1 3fcMU. 

& *n*:tam(** ®i9SJc^t-itiOT*^/;o 
7K'j77^>>sii4^>i:)aTi)ji)/>jaK- 
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If IB 8363-99017 (28) 

S3 1 9 g 

g 4 # /fVtSCU t (96) 

itetmmn iai. 3±8. 9 

TK«TT-f^>IMBft4W 179. 1±5. 8 

hECF+TKyT^'x>*ffljft4^ 118. 3 ±6. 5** 

hECF - n+7K>i77^ ^>ftfflft4H 120. 5±5. 9** 

(Leu 21 ) - hECF + 7KU7v>f >> 119. 4±8. 5** 



2 8 

h E G F<Ottfflft80$r«1Rtf&4X* 

h E C F0ft#:/ftffliggftg0ft&tt*39 

^/r 0 5 - f u*i*a*Ta5Lfcigk 

&tf5 • FUth ECF^^ffl^T154Ul!?i 
Lfc 0 :o^5 - FUihECFH#ffl^T 

5, 5 • F U*tt4*f * 3 BjfilC h EGF£&5 
Ifcflk 5 ■ FUta9t*2B*i:hECFt 
Ift^Lfcfl, 5 - F U^-lft^t i 1 Blili: h E C 
F^lft^lfeJSf, 5 - FUthECf <t*|5jff$te 
4Lfc#, 5 - F U*IJ*4Lfc 1 BfciCh EC F 
*flk4Lfc** 5 - FU£fft%L/r2BtfclchE 

otitic ?ro^: 0 

CcOtSJ&li. 5 - FU£tftJ£Lfc4B&IC*|'?9JL 
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C<0|$£*^ 5-FU<bhEGF£|3Jf$|C# 

i etfjich e c f * ma* Lrei»r«>^iyitt/r 

cniiin vitro4>£8**|*£< fSLfftt^ 
•?fc?JJ&T*>K h E G F CD ffc/fl RjJ CD g $ £ ^ 

%»W 2 9 

t*t>*>. {<<) t (O) *&rm&5. + z®& 

flu «^tft-^?*ii <>n t (d) 



»BI Q3 63-99017 (29) 

(4) T#y-)U : 1 4 <Cl3) Uc 

T KUTnr-T •> > : 1 OCHC. 

(o) h EGF : H**0l 1 ICPIU. 

(Leu 21 ] - h E G F : Hffttil 1 3«C|51Uo 
hECF-D: I«W7 ICffiCo 

t c f fl : 2 2 \zm c. 

FCF: 1 9 Kffi Uo 
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A 
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is 



00 
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in o 
tt in 



o o 

00 tH 
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o 
00 
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ia oo m vo «h »h 



o 



CN 00 



in 
o 



oo o 
as 



cj o co in 
t ^ ^ m 



O 00 f> CO 

N « N CO d 

*r ro in m 

o 
w 



O 
u 

JC 



o ^ 
a. K 

O A 



t h E G F <0 0 . 1 w/ v %*£ 

fif*«&£ 2 0 ? /mlK Lfc 0 pH 

7. 40®&tt* fc?6&7 SmMOJfift* h U * 

fciOjfc) 7 -f ( i y *7ttS2) ^^lT5 

t h EG F *ftMftjff*3cO 0 . OOlw/v 

ffitttcfc^LT, 2 0 // r /mile t 

PH7. 4fl)«l^tt, 5mM<0 

Eft* h 'J * C<O78H$*£Jfe0J 1 <!: 
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&HB8 63-99017 (30) 



5m!-f-3. #7 XH'<7 <f /HKlc$}£L. -4 0 

•c> i «rj)Ta«ts**, - i or. asec 

0. 04uHe?»IS«tttti)florttlStti%l, 

ttMM5) MttM 

^BFCF4Mftm«0. iw/v^-tr 
9*>*1tai/l5 M y >fti&tt«rtti:« 
* 2 Ov/iIRL /Co 

pH7. 4 tJiSfl 7 5 nMQjjjftt h 

■J * X.*&l4.fc. CO^tt^StjraW 1 

mi /Co 

*£KF G r *5feMfoff*a<0O. 001W/V 
Wtf «J '/if u > J fU tr* > ft MUX*?* 



(#>J 7*"<- 1-8 0) ££TtM ✓ 1 5 M y 
V«ftiS«»ittKfc* LT\ 2 Oog/ml 

KLfc* M*tf> pH7. 4 4>«1&U. 
7 5 mMOifift^ h U ^ A^/ju^/To 

5fc03SMM5T3^*nfc£M»U 0BMM3 
fteXMM n^&NMJ: 0 3d MM 3 

£ra-0 35«T»t$fcftaMM*jwM l*. 

SKMM9) 

0. 5 YMiffi»£* t K -f > •> 

a y > 401. u. 
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